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1 

mxmu a*©, mmmmmma&mmm-v^ 

-y^XT««$tlT*D, £#^©&*SS$l©t§j§?>g 
US PCD/1 3 7 < CC::}3^T9 0 Oml©* 

ttHlffSt (pH^1.6 ~7.2 ©(f) (C<fc9 1 0 Orpm X' 
m%.VTcm&. lR#ra«SC«J12.5%~«M2.5% (MM) 
<D-*K*<i FSISttBU 2«f^(C^2 5%~*96 5% 

^8 5% mm) ©^b^M- F^isctfiu sulfite 6 

0% (fifi) Sfi^S^b:^ FML, £©£#:*1. 

;Wi#Uv— » ~>x7;/£, -tf-fx **ft;bv->}fi. 
ant^si*! i ~ 3 ©v»rn# i 3ts::te*©&iiit» 

Mo 

«t VTmmsnzm&R i - 3 ©t^-m^ i &icegt 

©SUKiWo 

6 ] b^-f HttftlftftTO 4 m~m 6 4 mg 

© b F P 5 j£S8ff 1 ~ 5 © Hffttf* 1 3! 

im^m 7 ] »^-tf vmsm&m 1 5 mg~« 8 o 

0 mg©^;]/b^ 6^5Wf^ 1 ~ 5 (D^-ftlfr 1 Wz 

C»*«9] tttt-f F«*»#^l 0mg-H&4 0 

0 mg©^-^->n F >fr Sfi£3|f *B 1 ~ 5 ©Hftl* 1 

m&m 1 0] tt*tr*-f F©£#ft-e©*ii&]to8tk 

1 ~ 5 ©v^-rti^ i ja{rE«s©s*ss«i„ 



(2) #M¥7- 1 4 5 0 5 6 

2 

warn. 1 1 ] WBmsam, wammm^ hj y * x 
[i«i2] @#©, mafflfflmmn®mmM-c& 

USPffl^l-*Mt3 7 < C(C*3V^T9 0 0ml© 
(pH^1.6 ~7.2 ©ffl) CtDIO Orpm 
T?«fcb&»&, l^pra«(C»?I12.5%~iKj42.5% (£ 
20 S) OOrtt-i H&jfctHU 2Rfr H 1«fc*tJ2 5%~^)6 
5% (tffi <D*\£*-i FStttiiU 4fifMafctt4 5 
%~i&8 5% (*S) ©^-tf^-f FfcRfflU 8l$|flJ« 
tC6 0% (11) SjBAS^-K^-f HSJSUU £©£ 

\Hr-'&*>nz>m-*¥-*-i bommskmi^^vfimmmm 
»2~»8B#p^©r B itcei-5<i;5tcs^$n-2> 
jM&iMrr-sj: *52 4B#w©fflw > 

t F©*5»***«a2:*«-r577ao 
20 @8Pfi#t S C t £^A,Tj&£St*5l 1 2 IH*©77 
[»*114] KE^-e^ H«*m«t, 7)V*)V±.)V 

5] mmmwi^ m*¥*-t fss**© 
«iiijfeiRw^;ws*54 — *tj 6 ^^©^ic«#t$n^»w* 

^1 2 82*©**. 
30 [H*B16J It, iSPS-^ffl©M*®?r, *^69 
tCfF§Bjte^b*-X©*ffi(cR*b^'f FttJi«&^ 

t b*-x*xn-5 c 1 1 «t v 

man^-mm^mmt^z\t^/vX'm^m^mi 2~ 

1 5 ©Viftl^ 1 ^{Cfe«©73fc 
[0 0 0 1] 

40 sns, smwiffl^ (tttttt) igPS^KSijic 

[0 0 0 2] 

a, ffi^-rsffiMW©ffitt**-rii»e©«^j(ctts^ 

50 fclBSffltt, fSft^SSItU^Jt^ftflE-SA 
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3 

[ooo3] fe*<nmi&mmv>mm\%. mnn^m^ 

mmmm\zmm<Dmm^'f^. ^mmizm-ormmtz 
ett*«»jcD35t-««)^^^ mm<D^Fmmz£.z 
&%-&n$:mttt>nz>z\t\z£.io, ^ornmomntf 

[0 0 0 4] F«W*g©Ji^T& 5 

3, *;Pt^(a> l 2 BfMco^mMIWKSiJ (SP*>, ia 
XX • a>^>(MS Contin)(^«) 8&?J, -f1\rra.— • 
7l/r'J9^ • (Purdue Frederick Company) 

[0005] vcDiktammmm^ 

5SW©SISAfc»|«$nTV^, ^H#fFm844,909 
H {-d)Vf^—m (Goldie et al.)) £|4, 990, 341 
mz\t, USP©/^F;KPaddle)i;fcte/tX^r-.y F(Bas 
ket ) i&lCjcD 1 0 Orpm X*9 0 0 ml ©#tt$S»« (p 
1.6-7.2 (Dm) $>X3 7 < Clr45V^Ti®l5gLfc* 
£\ &*S^Jtf>£#^ (>f> k*ha in vitro) Tr© 

mmw* i 5~42. 5% may ©tFn^ 
m$n, 4»$k«ic4 5-7 5% (MM) amm^n. 

flT6 fl^Mi: 5 5-8 5% (SS) *%trj$n, £ 
^•^©Ifcaiaa^pH : 1.6 -7.2 ©iTpHOt* 
e»5iLT*5D. £*f*J H*> in vivo) T# 

t*. 2~4n#r B i©^ice2:i.j;5tss?sn5, th*n 

[0 0 0 6] mmz&^Tte, 1 2^fP^J:DfeMtfi^ 
*«l»^S««-rs*tl»J©Mfg^^S5ija^<?:S 

[0 0 0 7] 5Iffi£©®T«^©<k5ftWfflftfg5iJ<fcr) 

«frjTfm«fta*« sa*wM«tffl th 

&#© J: D«K^ftV»WHi2 2-3 ©<p# S»R<*ft 

*ffw-p*<&. i 0 1 ®<D&.5-<DmM<Dmzfriiffl& 



(3) #lf 7-1 450 56 

[0 0 0 8] 4-0iT, ^fcV»«flre©«##*rfck« 
P^K^->f H**HoiiaOK, (a) 103fcD©l8a 

^«*s^-*o, ffi*©3S»:ttiftp«!Sij*5a-^$n5i^ 

-fJUfcC^/Xttff 5 bT^S*», (b) Bff 

tc. *tr*-r F©BJf^ffl©*a-r5^ , P7r-i'Jk jg« 

[CiStt^SP^-tf^-'f F£l BSfc»3®#Lv»K#*S 

[0009] ^M^-i mmm^E^ Fsswt© 
mm&^t, #*bf*-r F«*iitc±3 r^-K^-f f© 

»#&J 3»*©K8l**-r*«. F©&H*£M4> 
©«*«« (PC A) ^5t$n5Nrl:tS:#t5 

(prn) m-sttt&Lx, mmm<z>&m& 
z&mz&^xteznx&Q^ 

n©a#7jSfeHSatifcMP»T«^<, PR 
NB, A*^PCA^WffiLT^ja-^©Hl^fflWlS 

•r*«#*»a*«Dtt«Tf©PRNia:-^*-rsiitT?» 

50 [0 0 10] 

[ooii] *^^©te©e»tt, «»ti©t«itts 
zf&M*mmmiz&&?%Tc&<Dfemi:mz:mm'rz> z. 

[0 0 12] *^M©MtCffi©g»«, «£*^»©IS[tiJ 

[0013] ±ELfcB«stf-toia»i*«Wfcj;Da 
^$n, ^©afts:m«iffl^pa#siis'jtt. 

jeK 0 , JSc{ti«lW««X«ifemffllWv h u y ^ x-c««$ 
tlT^D, ^#^(in vitro) T©SSI»SO©^SPa« 
^ USPO/^MT?3 7tl;*^T9 0 0ml©7}cft 
S«M (pHR6 -7.2 ©W) (CJ;0 1 0 0 rpm T?« 
SLfc*^ 1 l$m«fc*J12. 53*~*|J42. 5X (AS) © 
*K*-fK«*fflU 2 Bf r«S]^t*5 2 5 6 5% 

50 (fifi) ©^-tf^-f FSKffiU 4©P^t'^4 5%~ 
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5 

£j8 5% (MM) <D^¥.*1 FSifctiiU 8NfM^t6 
0% (S») ±0*^*tf^-r H*MU cctM 

n vivo) -eff6n*»*tr*-f FoSigjfojStv-^k&ig! 
amais-m m 2 8 *»momR:jB n § «t 5 &hr 

[0 0 14] ifBLfci^tC, g#S»JWSb<tt* 
Jk *5>Y>. *^U^X ytHnnx-f 

(muagonist)/T>^'rJ'— X h (antagonist) ©ig-& 

Sa- • Trf-X Ftf-fcftf-r FflHWfci^Sms. 
[0 0 15] USPKVlF^XfiAX^ry F&tfct, #1 
*JiU. S. Xr— vn^T (U.S. Pharmacopeia) XXI 

5. 

[0 0 16] *gg?)3»#tC43V>T, r^R»fcpH*>6 
«»3£j c&SNfj^t*^T, pH=1.6 

tt, pH=7.2 (USP©/tHM»A'XyyhS§f 
UT1 0 Orpm T9 0 0 ml ©#tti&«$l£*t»T?, 

sifeLfc«-&) Tftfflsnfcioffii^ 10% (a 

[0 0 17] #»SHtt, X, *^©<iPg^SM®S 50 

[ooi8] *&W0&&Mmmmn®ffik j 3-mM\t. 

SCtiWtS. SS-fc, PJ#©-B©I£-^*T. se* 
[0 0 19] 

FK*a^ttffl«fift*wn#t. ^)2~^8 

^BB©|iBfc**Jlli«l'^;V (flUt, Tmax ) * 
btffSKft »4~*56^WC«^;jfii»k 
^ntiDgm 1 2l$HII£**HCjB;*. 
5, ^L-TSf*L<tJ^2 4^flBJCD«3t*>6CDHlfc*-* 



#i¥7-l 4 5 0 5 6 

0 

[0 0 2 0] ICX, *»9i<D«^«W©*£fckJ:. ft 

mxmi-mz. Y^mmmz\^it^\z 

leg 21 SMffti] ©3ME&tf /Xf4SS*#*t Jt^S* 

%zttz<, mmwizmfc-znzo *mw<o®$-mi& 

[0 0 2 1] rffcf^-f F«**£, pH : 1.6 

~7.2 ©W©pH£MLT|»#T3;i£&<ffil£L;fcj£ 

[0 0 2 2] $frffll-fc, «P^-tf^ HttflMfcHU » 

<t-5^L^5&t*e^^^t^<, «£*©i^PE«<i; 

(1, r^-H^-f F©ft*&j tfrss. 
[0023] *S69l©iKPiS:#litt9K, {*J3-tf. *x°ir 

mmti<xwftvoz>. mz»^h^mmiz^x, m 

[0 0 2 4] --3©SfSL^^#C*3^T. *^©JS[ 

trjffiijM^-k o ^--r KffiPSMSfflift, mmwizm&m 

fj, *5J4~*& 6 4ng©^t:Hn^3j>>S^-r5. 

— ift-^sMBtt, a^jmo-ffiot hp^e^^x 

FSfcftM^t: Fn^;P*>J^©fc©-t?<&-5*-&©. to 

[0 0 2 5] *K*-f FI«lflfi&* i e/I'fcJMftS 

J«-5*&. *^HJ©^m«I»MP^«ffltt> Ss&15mg 

~^J8 0 omgo^^b^&ai^^-rs. 

[0 0 2 6] ^-fcf^-f FailWyn 

*58WO«tBM«WSPa#«ei!IH. »10 
mg~3^4 0 0i«©^-^vn F>S-g-^Tf -So 
[0 0 2 7] 5 a.— • Trf-X h(mu-agoni st) ^tf^ 

we, ^ne»©s#»-jsssw#©¥«w«^e.©a* 
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7 

[0 0 2 8] *»WOff*U^*lBB#K:*^T, Wm 

T±<ftl?>nTt5Ds 0.1mm ~2. 5mm ©Ft!]©, 

#tC0.5mm ~2nm©ia©BCgS^rr-S)JS«!K?PJ^*flcT 
5. 

[0 0 2 9] *?£b<»> *tt«E*+T?*tf* 

m*n2.5%~42.5% rab^^) £jgj0trs<fc5 

[0 0 3 0] -0©»4LH*JBft»fc*ViT, *^BJ 

6©S^»j6»6jW?*nfc»*1*(hydrophobic) #r»T 
F^S^-5XK©0#:^aiMM© 

[oo3i] ^z0^^mmmmiz^x, mmu 
». ffi#a«©s^fi»j©?§*K ffiitsn 

HAfcf, 4 0'COi«Rtf7 5X(0«MI 

«) t*jt«srrsc:i:tj;»)Sfe3tan-6. ens ©two 

». ££tC#flS£bT2SA2n3#SgA©«K+©* 
HttfFtiM»07/814, 111 ^Xtf 3107/826, 084 ^tP 

[0 0 3 2] #BEfc*V>T*Wft£LT^;*n*l* 
[0 0 3 3] 

*<J2 5 %©##Sfip-^;>*#s. 
*Jli^ffl©toi[WttIt;fttfJ«3©ttffi5i*, *tt*MR 

[0 0 3 4] x5MHr;Va-X«u *^©SM©«S 



(5) #lf 7-1 450 56 

©fc * Kffiffl SnSffS b V^^Ktt^ U 

sn#t4, te©7;^;v-fe;pn-X£#'J'7-£ 
■g-tr ffi©-fe;i/ n-Xtt# U ^-©^Sffffi-r-sa* t> bn 
&v> u *»«©**«■# u v-sa^jtc-g-sn^x? 
;Hr;i/n-X©-»X«^^m$nT^T i &J;v\ 

[0 0 3 5] *SSI9©-ft&©#*bV^JfiSI«fc*ViT, 

^99V)vm^)v^m,^w. ^9 9V)vm^m 

Zf* 9 9 V )Vm>? U v- i^l^fi£-#:^#W 6 n& . 

[0 0 3 6] »S*f*bVs*J6SI8lfc*V4T. 
m^UV-«-*b<(i-?-n&±©7> ; EX^- (ammoni 
o) ^ ^ ? 'JJPSxXf JWl^W T>^- 

t&o. nf xvn fcfEasnT*3D. mAmry^— 

30 Vk,£k&'>miS*?rZ7ir 99 V JUIX 

[0 0 3 7] BlfM©^#0 {mm Sr»^.fc^fc, 
Z^JHtoim 4 iRT >^-^ a»© J; 5 ttMattttflte 

a»sbJ&*, 2s^b<tj-?-n«±©T>- ; E:x^-^^ 

?UJ^XXfMl^S. *tt© meth ) T 

[0 0 3 8] *«ASl|l*tt#»J^-©*tt^*a£*»6j«l6 

*V>©t?, xfjPtJl/n-X$^oigt»iLTOf 
!9 5 0li%T*5, b^b^i^, WM»J©ift««. 

so ©*, jBiEfcifejfe-racit^rfrs. 
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(6) 

9 

[0 0 3 9] X=?)VWti~-X\ZttT2>mm?3:«jmM<D 
:7X>$hUX5Mk ^X^hU^^K StfhUT' 

i/i^ShUifjHi ^^©x^Hr^ci-X©* 

[0040] ^sgBjor^u^m^wjis^^iM^j 

fMF xvi, i'x>Sh'J^;^©^x>KxX'^ 
;k 7;y-;i^yXrP;k Rtfi, 2-Xnhfv>^un 
-;WW<E>n3, 0J*J;f. ^-f F5^<7 h(Eudragit, 
^0*iS«O RL/RS^^HgffiwJ^&y^UJkR 

Ux^k>;7*Un-;k Xu t°k>^U n— ;k 
»i?X5P;k tv->?ft &^h'J7ir^>^#tf e.n 
3„ ^x>^h'Jx^;Hi, ^"^©xgMkfeJL-a-X 

[0041] ^sw^^^^^a-rs^ttiD. mm 

[0 0 4 2] x5 i ;i/-fe;i/D-X'»*tt^m«©TplR l a© 
— -3#t7^7n-h(Acuacoat , SSSS, 17-ii* 

;i,^t-t> *ffl) t*&3„ r^Tn-hteu x^ju-fe 
;ka-X£*-^?l«*«?g«!c?§»u w>xz\n 

fct, z.n%mttWLLisTmm-fz>\zft.\L-D 
x, T2Tu~h*&mm\zmmtmmmt3&ft\zM'& 

[0 0 4 3] X?;Mz;WP— X©tS©*tt#1R«£L 
T, '>a7'J- X(Surelease> 3£4iiS£, ts"y— 3>- 

7-7, *H) *s*JRiBtLT*fflTf»4. £©§?& 

tt. »jixs«t»K»K«tTirffl»i*wAbT«a3n 40 
\zmmv&z*mmmtLTn*>nz>o 

[0 0 4 4] —ZXDHf^^mWSMiZ^X, 79V 

)i%&4im3i&&ftWLm<Dwmxmm s ns r^u Jim 
m^vii-x&x), -ena, p-a-^t-^ 

(Rohm Pharma) ^S>^--f H9=py h (Eudragit)©F&,S,£ 



#i¥7-l 4 5 0 5 6 

10 

KEudragit . AA£) RL3 ODXW P7=f y h 
RS3 0D (II) ©»fl*T*ft-PftmiR3nTV>a, 

t2. '>s©4ffcy>^x^AS£^try^u;vfttf;*^ 

gtD©*tt (;**) 7 9 VKWLXZt- Mzft-tZWlt 
11**4 h R L 3 ODfflS^il : 2 0t?a&«3. 

^ F5^-7 hRS 3 ODCl^il : 4 0T?M. ¥ 
t^ft^MUffilbO, 000 RL (iSSifit© SXJCR 

s (ffiaaatt) ]*a«K-tn6ota©aMH6« 

*>f H5% hRL/RSjg£r«r«, *Rl8H 
[0 0 4 5] *li©t^ F7^7 hRL/RSMS 

a. m^©^*s (ft*) **-r**tH««iia!i0fj^ 

7^yhRL10 0%, 3*-f h*7% hRL 5 0%RZf 
*4 F5f>y hRS 5 0%. Rtft-fh*7^yhRLl 
0%&Zf*4 F^y hRS 9 0 %#>£S§#3tt-£>iIM 

-fHJfyH (Sfft*) ^©«©Ti7U;^'JT-=b 

[0 0 4 6] *a47^'J)Ht7y*-©i*«t« 
ASitfcif), (ft*) ^lE-rSiifoJq* 

T. XfOtiDOjtfffH (ft*) j§MS 
**J©J? $ &*i JP L & D M 6 b fc 0 L T«IE L T «k 
l\ 

[0 0 4 7] jS*e#UV-ffl*e^tSC?K&, ^-A'k 
-OKNu-pareil) 1 8/2 0 tf-X©J;'5^iSH4K^ 

ffiH-x©^ic«fflLfc*^ #e»nsais©^Sfb 

[0048] *»w<05fcsgftanfc»ai«!i«s[iiHitt, 
«m^n, 'gmizm-zn. x^x. mmizmts 

*589io«»io*a«fPH (ft*) »4. 

# u v-©7Ktt7>m^T^*-r ^M^aM-r-g. n t k j; 

[0 0 4 9] »*»KiStt*fi!e»T?**$nfc3!i»f!lXtt 
^JArt, ^)kX^-(Wurster) -f >-y— hSffl^T^ - 

/W"fjvi 8/2 oif-x©j:5aaiittfc»ssft** 
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«asftVi, tHD^i'ynWfWn-X (H 

pmc) «$£-&*-r.&£j«*Ffc, *«casapbT>&± 
a. *& 1 bsiujoihi) ?g£-$n&„ tf-xic 

ens. ujj>L.a*i6. a»ov»*»&*nt»««ist>ffi 

[0 0 5 0] fcFntMXDHPMCT (0fM(C<J; 

»*b<ft, Sic, =fS&S©^x>KMJx^ 
;i^S©flIffl»l*-&#'r*. 7^73-MAquacoat , j& 
XH->o.7'J- X(Surelease, ^©, X 

^JDTS^Sfa^Vi. sSWi, ^--f F7^7 MEudragi 

[0 0 5 1] *5S?lioSfe*»Ktt» «»JS0W. "TiBWS; 

£jW*FSLV». «M 
ffittJ&#©^M£*fiLT*>J;<, *^ttBft*tt#U^ 

fc±D, T^T3- hSSfffibTfeiVi. 
[0 0 5 2] iMce#UT-OfllWb(Ktt»lH«»i, a 

sn. -tn«, T**>6aA$n*5fift©iii«£**, 7? 
usaMMisa-tt. ft*3»*£t>fcsf. fimm 



(7) #M¥7- 1 4 5 0 5 6 

12 

M14M©fta«ttR, -5IMSiJ©^A77fe**#^bT, 
-f(0padry, AA«) ©± 5 &ll»J*ffl©±» Office 

[0 0 5 3] *«Lifcfcf-X«, felKSttffl©^ 

[0 0 5 4] 4-0 ST, «*tt*UT-©*ttM«S 

ffiffl b & ft5ea*a«i«fflai¥ia!iap»'r 
&e-tna±iStttt*S!i©»fa»iS!ffiH (ft*) 

[0055] £©ft)§«, *f£0J!©, x^;Hr;i/P— X 

6 o %~^j i o o %©ti*fssT> mfc£>m&\zM&? 

[0 0 5 6] *«W©»* H,^MaB«fc*VsT, X^ 
ov^T©ft®©ffl[4fti^tca:D*feSns. #5gBJ!©;& 

30 z^mmmz&^x, x^;nr;i^a-X©*tt»««-e 
**bfcft5efl:*jsS««, #36 o'ccDflarc, me>o% 
~S& 1 0 0 % ©ffl*fS*T#5 4 8 7 2 ivnoflim. 

Ctitt, KTtcE*L/7tHiS^©, tKa^M>t:- 

x©it-&T*-5 0 i^b&at£, iMtsnsiMtt 
40 [0057] easwfctt, b^«»^jtc^ 

HT©±E«'ffcf4, Stl6*lCj;D»*Sfe, 4 5 < CT2B# 

-V (Rohm pharma ) tC j; DftSSSns. ffii&&S>, J & 
n«H#:© 2 o % ©*q6T^ x >K h U x^P-e Blffifb 
Snfet^f H5^v hRS 3 0DO^7Xfi^M (T 

g) «tDfeiS^^e-e*s. ^©rt«> ffi-ft^ 

50 [0 0 5 8] S*tt#U7-ffl*ttMil 
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(8) 

13 

as, h*7^y bm<DTi?v)vm-$v?-<D*fcftWt. 

a*, &#»ffl©Tg±ot>Bv>»arc:t- yyx'omit 

it. *n«jt®»ana:^**H&4^.**«iW!io 
*jfitcai)frs*T?, «fl;£ttit.ac:£fc«fcDi*5ft 

[0 0 5 9] Ti?v)vimmzwrz>*mw<oft&L^ 

^?Bft£ftfc7^U;]/^*U^-©Tg£j@x. 
ft* #giJ©IS#Jtc^T©SS©fi«RrM#W©« 

*»9!oiftffl«»l««i»T?*«Sftfc*S 
2 4 8fWJ;D ! &;ftV>, »24~i&4 

str**&t>**Jit«« : fsisft*. 
[0060] *»B^cottffi«««S!ia>e.w^s#S'j 
©fttfHi, -*L-<»-€-ft£i[±oai[fflWisJW**liirrft 

CiifciD, XK**t*^T-eL<f4-€-ftfiUiOH 
JEfc*»£SttfJrS©a*fcH 

^Sftfc^©»»P&ttK J: DftS2ft£. 

[0061] ?L»j©wtL,T«iB-r**fflw*ao»*« 
x«te^- r >bj ; < s ftffl^tr^^T, **aft, mm 

3ft, *«a»5n5i;£ft<5#*W^3;ft*. ?L^/£2iJ 

n*ftBU:«aH*tt*uv— ja»s*"3TVsTt>±n. 
[0062] *»wo*aft!»i£aitctt, *&, 

[0 0 6 3] #^©$ffifWW*aSCte, #UV-«fc 

©jtsw u xx5\>pa> 5 u h ^© <fc 5 

[0 0 6 4] MWiflWS'Jtt, *«WS*Uv-*6i*^ 

[0065] asifSLvssiamfcfcfcvJT, fttusrai 
ax?ru>K& atftft5^-rft*©ffl-&**6a 

iR3ft£„ 

[0 0 6 6] *%W<DtStttimBM\*. 'J>f£< t.b~1(D 50 
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#i¥7-l 4 5 0 5 6 

V\ a8Stt*H#fl : ^3, 845, 770 ^®3, 916, 889 
R®4,063,064 *§s R^|S|®4, 088, 864 # (£ft£> 
^rT«#figtLT^^tC«A3ft5) CBS^SftT^-S 

[0 0 6 7] ftO^llfiltiHT, 

nz>m^mw<D*tt-i F©£fl£fl.-e©»#His&# 

A. ^tf^-Y H&pH*tttH«li:rt»S:bT»U'r 

^Xfc^-Sft-Sjl^^WStctt. (a) =fA. -fe^n- 

I*tt*'JY- -^ft<=>©tf'JT— ©*T. -fe;PP— X* 
x— r-Jk ftlct Fn^>r;i^;i^;i/n— XRtf*;!/ 

«, i %~ 8 o % ©4>&< 1 1> i mcom^x 

W*WJY-^fLT^tfe<tK (b) j£Jft 

gt (c. ~c 5 o, #tcci2~c4o) «®«meL<tj# 
usu&ft;**. 25 0 ~9 o'comcDM^^-r^m 

**as»SLV>„ ^ftS©^^******©**?. J|g 

«, 60% (s» 2;T©^&<£<fc>ia©*mbi^-r 

V»jaaftft**ft^*brV>Tfe±V>. (c) #UT71/ 

*W>^»jn-;k ign&^SMte, 6 0% (SS) * 
T©'>&< tfe iao#UT;^k>^Un-;v*-g-# 

[0 0 6 8] — OCOiftKlSitft^F'J y?XH 4>&< 

< tfe ia»ci2~C36, L<taci4~c 22 cDigite 

-X*, Rtf#ICfc HD+ylfM^D-Xf©!: Hn 
(Ci ~C 6 ) Tfr^nrtfrv-XfrZtfi*. *a 
W©«P8*«Hfc:i3W-**l>fc< tfell©tHD*-> 
7^JV-fe;pn-XOfi«, tDfttt, S^Sft-S^-fcf 



15 

(J2o%-5o% (as) ©4>&< £*> ia©flMte«7 

< tt> ia<0JIBI6»7A'a-;V't*a:< tt)l«<0#U 
2 0%~5 0% (fig) Tib-Si taWSLH. 

[oo6 9] —zxommmmz^x, 

Mftzwtv-t-i F©D(ffi«ig£*fe«rf s„ tt> 
Hot HP^->7;v^;Hr;pn— Xv>$>?s.< th m 

1 : 2-1 : 4T»5ut*iff$l<, 1 : 3~ 

[0 0 7 0] 'M<tfeHO^ l J7;^l/>^ l J3- 

<», #'JlfV>i/'j3-K*5. 4>&<£t>l« 
©#>J 7MI/>^U n-^®tf W iii 1,000 
~15,000T2bSit*W*b<, 1,500~12,0 

oot&s. 

[0 0 7 1] ffiOSiS^actflWWrhUy^XB, 7^ 
^;Hr;vn-x* Ofttcxg^-tA-D-X) . Ci2~c S6 

U 3 — 5 £fcS CD T & S . 
[0 0 7 2] ±fBCD^tCiU^T, ttfflflfflWT h U V 9 

wt?*s. aniao, «r&jw, mmwrn, m& 
[0073] ttrnzzzmftammmw-ztutmntst. 

Ali, (a) >J>fc< tfe HO«ttt FD^yt^D 

-x&, 'pti<thim<DCi2~c S6 <Dmji)mT)va- 

frtM&U tLT (c) f?fMtCj;D. *MJMfcfcBEI8L 
j&^SichfcJ; t>fr5i£^T^So ffilXtt, ft 

SKttl.5 ~5«TibD, 3.5 
fgT&S,, 



(9) #lf 7-1 450 56 

[0 0 7 4] mzm<Dft&r)<Dmffit&ffi.lZ$>^T, MW. 

-X'tCte, 0d;U;£, 7tMrJKAvicel)PH 1 0 1 (&fl, 
I7-XA-y--3-#l/-y 3 >g) tLTtt 

r, mmmft-BLimmmizMZ-T, mitst&'&m&ss 

IK (Xtt, — >&) , 3»a0tt*^:*tt«#UV-, #13 

;* * u - 7 i"j ;i«xfj«i^#f©7i' u ;p 

»tif, (a) »7y^X*aXttliIW7^ 
P-JPtOS-^*, Xtt (b) yi^yi'XIW^ 

[0 0 7 5] 

[0076] anai 

&fflftjfpt Hnw> 

HCl 8ug&.M-79V)l<&-#<J-?-mm 

/Wy-i (Opadry)Y- 5- 1 4 4 2, ^t-h°>^ 

9-p>»mK«ia. •>iAh#-f>F, pa, -ens 

^RWD&Cl/y KNo. 3 0 7;P3r:'i7Ak-^&-& 

*»ipu ^LTftiWpKm^-rsiiiic^o 2 o 

-XSMSUfco r©M^Sr*V^T5? AW-IKN 

u-pareil) 18/20 t:-X*fc^;l/X^-(Wnrster) -f 

[0 0 7 7] 2. HO±i^ IH^-Lfct HutM 
> tf— XiC^^T 5 %w/w#5f S©:t^ F (Opadr 
40 y) • 5-f h • ¥>?%V)l'X# — f h*ffl^T± 
* D L&. i ©±^ 0 »«tt*K t bfc. 
[0 0 7 8] 3. g®SJ&#. mi©ii^^S:bfc«. 

3 0 DSW^ H^^y hRL 3 0DS, RSiRL© 

Jt^9 0 : l 0©»®^M*jg-&4*rtLT5M%©fd- 

50 [0 0 7 9] 4. «2©±aD. 3U£#J«>Ik*«^TL 
-703— 
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18 



[0 0 8 0] 5. flMfc. S*±SD©3(57«, tPDt 



*fco ®-ftH-X«^^T-fe*^^>*^-fe^4 1 IC, 8 nig© 
[0 0 8 1] 



* -tSlsjfrl 8/2 0 

K^-f L t fcf>? 
;iv<K5f L t tfv^ 
*-f K54r*j» HRS3 0D 
«fc*ffiS) 

K9*w h R L 3 0 D 



73. 3 

2. 1 

4. 4 

4. 0 

0. 4 

0. 8 

1. 8 
5. 0 



[oo82] mmmm^mmm i ©*--r f h £ 



100. 0 

* [0 0 8 3] 
[*2] 



8. 0 
74. 0 

2. 5 
4. 2 

3. 3 

0. 1 

0. 8 

1. 7 

4. 8 
99. ? 





ft2tC^fo 














B#Rd 1 


«IH 2 




4*ffl 


mm 


12HHHI 




241513 




IT. 2 


43. 4 


77. 4 


93. 3 


97. 2 


98. 8 


98. 8 


2BHO0 


16, B 


St. 6 


79. 7 


95.2 


99. 0 


101. 9 


102. 7 



[0 0 8 4] ±f&t2\zEMV1t*<1 K7^y hSSi 

tt»*3 7*0/8 OXftftftUE (RH) ©A# 

[0 0 8 5] jgt«2~4 

HC1 8mgSM-X^-fe;pn-Xfeg 
£%tl 2-4 ££rF©<k 5 fclSlfc, 
[0 0 8 6] 1. xKiCt FD^*>tDt» 

£J8S*U ^/tF9-r(0padry)Y- 5 - 1 4 4 2. 9-f 

PA, -^ntit VU*^-?U\l)V*^))/-t)VU—X. t 



ifc^D 2 0%w/w©!KS^^#-5^itC,i;0> fcP 
n^Jl^^tr-X^PSSLfc. C©IHSS^*^V^5t - 
AW ;KNu-pareil) 18/2 0 ^ y->i©fcf— XlCj7 

;wx*~f >*-hSffli>tSiLfc„ 

[0 0 8 7] 2. IlCDlitl. E'&l/fctHQtM 
> tf-Xfc&^T? 5 %w/wff»fi©^-/1 F9-f (Opadr 
y) • 7-f h • ¥>i?&?)VX?—'(>-&—\~&m^T± 

;|/^>H-Xi:bfeo KT©*3#fE, 
[0 0 8 8] 
[«3] 
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19 



(11) 



#^¥7-1 4 5 0 5 6 



20 



% 



«1 o> Y» V) 



j» -n'^;n 8/2 0 

t'«K7-fL t tf>? 



8. 7 
83. 9 
2. 4 
5. 0 



8. 0 

II. 0 

2. 0 

4. 2 



100. 



[oo8 9] 3. msmms. »i©±a!3SL.&«. 
homMkn.mxzu'L) 5 %. i o xsa 1 5 % 

[0 0 9 0] 4. ®{b» iiMJ¥!l&#©§E7«. tf-X 

fchH*xnfc6 otot-^>tiant 0 3«s c*4] 

t Kn 8.2 

?-a'M)H 8/2 0 74.8 

K5f L t 2.1 

K^-f L t 4.5 
7?73- h ECD 3 0 

(KitBS) 4. 5 

?i>lh'Jx^ 0.9 

t^K^'fLtt^? 5. 0 

100. 0 



* [0091] 5. $B2<D±mx>o mtvrz.\f—x&m% t 

— r >+>— hSfflHT^H^-f • htf>^£5% 
w/w#fit&5J:9±iDbfc. i»±^(3S«» 
tltbfe. 5%, 1 0 %, Rtfl 5%©7^73- h 

[0 0 9 2] 



minima 



8. 0 
74. 0 
2. 0 
4. 2 

4. 2 

0. 8 

4. 1 

97. 9 



[0 0 9 3] 



40 [S5] 
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[0 0 9 4] 



21 



nmxm 



IB1 ©.fc»t) 



1&2<Z>±S£») 

£■ n- 



(12) 



1 0%7?73- hfea©t:->C 



#M¥7- 1 4 5 0 5 6 



j* -/<H>H 8/2 0 
K5-f L 1 1= 

t t'V* 
7^7n-hECD30 

*><Y5<< L t bf>* 



8. 0 

70. 5 

2. 0 

4. 2 

8. 5 

1. 7 

5. 1 



100. 0 



* * [S6] 
15^7^73- MMK>e-X 



5« -/tl'^JH 8/2 0 
*'<K9>f L t 
*/«K9-f L t b">? 

*/<K5-r l t tf>^ 



7. 8 
66. 8 

1. 9 

4. 0 

12. 1 

2. 4 

5. 0 



100.0 



22 



ng/Wft 
8. 0 
74. 0 
2. 9 
1. 2 

8. 4 

1. 7 
5. 0 

193. 3 

»Jj/3Mft 
8. 0 
74. 9 

2. 0 

4. 2 

12. 5 
2. 5 

5. 2 



[0 0 9 5] 7. isfiL, t Kd^JW^E— JfcH 



108. 5 

^ [0 0 9 8] nMW4 : 7 5%<D\f—XWl 5%<DTt> 
[0 0 9 9] ^#SiS^«:l|}S^J2~4WT^T3-h 



[0 0 9 6] £jg«|2 : ^TOH-X*«5%©7^73 40 R0?2 8 Hftteffofc. Jg*SrTE* 7 ~* 9 KiRT. 
— h*«©t)CDTg>-5. [0 10 0] 

[0 0 9 7] 5^609 3 : 7 5%<D\£— Xifll 0%<DT? [«7] 
73- h««T?* D, 25 XOTftKtttf-XT?**. 







2^H 


4I&H 


B^ffl 






24B#ia 




33. 8 


54. 6 


71. 2 


85. 7 


92. 9 


97. 3 


99. 9 


28 a 


34. 0 


53. 1 


70. 8 


80. 1 


93. 1 


9B. 2 


10(1. 7 



[0 10 1] 



^ m 8 ] 
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(13) 



#^¥7-1 4 5 0 5 6 



24 



lmwa 2^ 4^ 8Kf^ is«#Rg 



[0 10 2] 



28 H 00 
280 (M 



31. 6 

32. J 

29. 3 
31. 1 



43. 4 
43. T 

3T. 2 
3T. 0 



59. 2 
59. 2 



T2. 3 

T2. 6 
* [£9] 



79. 2 

80. 7 



85. 7 
36. f 



90. 3 

91. 5 



4b§rb 8^ i2^ \mw imm 



52. 1 
51. 4 



66. 4 
66. 0 



73. 9 
73. 7 



89. 4 
81. 3 



85. 4 

86. 2 



20 



[0 10 3] mt&M2~4<D±ftVtcT>?Tn—h&tii 

mm* 3 7t;/8o xmrnmn^wrizm 

[0 10 4] ^tt^!5-8 
*J6W5~8K*VsT. 1 2A©Mft^U 

tC. 0. 25, 0. 5. 0. 75, 1. 

1.5,2,2.5,3, 3. 5, 4, 6, 8, 1 0, 
1 2, 1 8, 2 4, 3 0, 3 6RTS 4 8 HWT^Bfcb 
J&K0IAHU 8mgg©fc HD^^jJOJtifcttSlJW 
(7-;t4fc(Knoll) ^SrUiR^nT^S^^^^-/ H(D 
ilaudid) (i$A«) 4ng<Z)tt*!|£2tt) T?**. ^IJSffl 
5 teSfe&fitftl l ©Ititt Hn^jfOb'-XSmgMcDfe© 



*X8mg»©fc©T&£<. ^Mffl 7 teftJSM 3 ©ititt H 
u ; EJl/^>tf-X'8iiig*©t)©T*5 t , ^JEfll 8 liSWffi 
0H©ifikt: Fn^;]/*>t:— X8mgM©fc©T&-5. 
[0 10 5] Jt«WAfc-3V^T#?.nfcigm*Hl IZfsk 

#1 6 fc-3V>T#S*lfc«&**H 3 tC^-To HUffiM 7 tc^> 

8 \zz)\t>x(otsmt, stc, 4^t©*i o&imi it 

fB<£L, ffiHTWffiH (AUC ; Area under the curve 

©is) ($L®¥wmmm , &±stmmm (c, > . 

Stf**ii*«£K:iiJ3if SSTOBfffl (t.„ ) 

[0 10 6] 

[«i o] 



[0 10 7] 





AUC 


C max 


T mi x 












12427 


3013 


1. 10 




5718 


1070 


2. 58 


HJfc0!l7 


99 3 3 


1265 


2. 39 


SS60J8 


8 695 

40 [111] 


1138 


0. 83 
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(14) &ffl¥ 7- 1 4 5 0 5 6 

25 26 

*EJm AUC C„.» T.„ PW@HH * 

K2II 12 427 =fc 3013± 1. 10± I. «T± 

4mg^J 1792 539 0,14 III 

mmmb nm± m\± iw± iu± 

1 38 1 153 0.3$ 1. H 

*S60>I5 110% 40% 402 % 446 % 



*pw@hh ; >£mmzi3v&m*M 

[0 10 8] mffiffl7lzmisX. -^ttt48 8%©£fe# 
W^Tffltt (AUC) «-ntt*HAffE*J9®±5S:flJC 
««MtCfFWStl#5) TcfeD :£Jfi«7fcCiax **Jt 
K«SJAiJt^T!S9l/2^M^LT*0, fLTt.u 
©2. 3 9l9IWiJfc*WIA©t..i 1.1 WMfcJtHUT 

[0 10 9] yy^y-y HHtt6Wf|BI*S»T?** C t*» 

©Sigi^^y FWtfiL^W^Mi, $<J3 0 Opg/ml© 
fc Fci^W^T&ofc,, ^-ftiSfc, i®3 0 0 p g/ml© 

[0 110] EttfcftU **«5T?#6nfctt*H, 

0 Opg/mlk Fn^;i^>£jfi*.T*i?K &-^2 4H# 
MB fc^TJfoSK 1^)1^*3 0 Opg/nl&^JaOjfflAT 
HSJltS^LT^S. £©£/&»«, 101 

nr©ft^fca[bTVi*a:#^sru ^h^m" f©«*j» 

[0 111] *H^!I7«, -^K&tAT, S^*l 2B# 
0 0pg/ml£jSA£k^£#;tT*5»3, 
^2 4©MBT*?I2 5 0pg/ml©l-"^;P£^;tTV>-5„ 
Ufl»L<7a:;fl*6, **E«7}C*3ViTg#tfct FntM 
>©S#1H 2 4Rt^#tC8mg©*-T$>«>o ^niC^f 

nuNfraai^-r-sfcs&tCi^s^s^-sfii 6mg (em 

FtS]®{C4mg) -T^^o 04*1?,. $>LmmM7 <DtJ*?±. 
;Ut2*i8^-b&»&fct4, SifrXtt^OWSK, 2 4 
H#W©IW£SLT3 0 0pg/ml*®^STS,5 5 ttU 40 



(peak width at In I r helflt) 

ft^«S"J*fc^*n^t*-X«»tt, 2 4RfM©fi:#M 

*#-rss^«^j*-^^5± ^ (ensign, inti. n 

Vi££#;t?>tl5o 

[0112] g^aoni 0 

mnw9~i o\z&^T, ioA©*h8tfc*ru *-© 
s#MT4a©^^bu&^^sffofco gum 

* l . mmm 1 o «, mmm 5 © t h n > t*-x 

8ng-**rClMfcL;fc. JtK«BI:*HT, 8mg©jg^ 
tttFDtM^ (y^y7 H (Dilaudid) 4mg^JS: 

2te) ft«*bfc#fca^Lfc. JtSMCtCfe^T, 8 
mg©]*ifettkFn^;^> (v^^y F(Dilaudid)4 

[0 113] Jt**«BfttfC©]iL*W;kSH7fcia« 
L. *Mi«9Stfi o©jfe*w^;na:H8iraa*b&. 

mmm 9 ~ 1 0 Rrjcjt«^Bsacc©^»jefc* 1 2 

tCfHftLfc. ^tltt, flsSSToMS (AUC ;Area und 
er the curve©ftg) Rtfj&Ktt©*)© tittfcLfcMW 
I R ; %t)^JScffi (immediate release ) ©«§ 

(£%^«pfTffltt) . (c.ax ) . msm 

±ta.mmmzmm-?%>$iT?<Dmffl or,., > k^hto 

[0 114] 
[SI 2] 
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(15) #^7- 1 4 5 0 5 6 



27 28 





AUC 


% I R* 


Tnax 




35*60] 9 


21059 


101 


4. 9 


1259 




25033 


106 


4. 6 


1721 


fctRPJB 


2 090 3 


100 


0. 85 


3816 


tfc&WC 


21460 


ion 


1. 15 


3 T6 S 



* 1 R ; mmnm (inmediate 
[0 115] mMM9~l ORZfitmmBX.ZfC\z£r> 

\m/u Efs. < . mmm 9s^io ommmw t-;c©£ 

*^HJO®ljgW 1 0 1 ®RTf 1 H 2 ®©g#t3SLT 
t^-S SftltMStlfeo 2 4B#^F*glC. C©|fcffi 

fflW*^WS6 0 Opg/mlfcjav^«k^;i/*-^Av 1 
2^rBlTtt7 0 Opg/mlSS^.-SJfilllU'^I/S^fc. 20 

[0116] mmmi i~i 2 
maiw 11-12 \z^x, miswm-v 3 a©?i^«^ 

*£) 8 mg£i8# Lfc 1 1 5 ©k F 

D^E;^>e-X8iiig^ 1 2NfWfftC©#bfeo *JS0il* 





AUC 


AUC* 


^SfeWll 


B 2223 


27595 


5&teMl2 


39233 


283 79 




47 835 


2 2236 



e I ease ) 

[0117] JtKMD©jfii*V'^;nc*fr-g)*ft^li 1 
Rtf 1 2©jfiLj8tl^;i/£0 9tCfSt£Lfc„ tbte^JD©^ 

©u-^jKcM-rs^jiwi lRisi 2<Dskmu^)i^m 
1 0 fctE«L,fe mmm 1 2 ©wot 1 0 tcfev^T2fg 

Lfc) . %t«|l 1-1 2&Z>'Jt^jDtCOV^T©^m 

UC) &^a«ttt©fe©ilt^Lfc:KiK^^ 

fllfcaijS"r**T?©«rW (T.,x ) lco^T©x-^£ 

[0 118] 
[*1 3] 



5. 5 3475 2232 

4.8 2730 21 89 

1 0 31 24 2 163 



*AUC* = Ql2Hii£l2B$|y^©0~12B#flJ]> Q24Hfi&2«I#F^©0 ~!4HIHk 



*C m .. *-C., - e^Ote 
[0 119] ±«*»»ttfc"P^T©IB*tUT©ft«l 
©T©®4» (AUC) C^^T, S13l:^nfcr- 40 

[0 12 0] MIC, r©W^K*3^T. 2 4liFP B 1#(C8 
mgft#Ufcfc^©^HM 1 2 li, zmmfflffi. H-X© 
SSr2fg(rbT, 3ttttt»*f (6WFW«tC4mg) (CiD 
S^$n-5t Hn^;^><tl^MTabS. l 6 mg©8Mj- 
£=£ 1 B IC 1 5 tf, «l& 2 4 ^©H-g-SiJ 



[0121] mffiW 1 2 (CO^T, El 1 0 tC^Lfcft^ 

w#t4mg) -en*, cntiin& 

1 0 1 0©£j£#j£-5-X.3Ti&3 5 ii£*bTW. 
[0 12 2] jgjiSffll 3 

3 o wmm - 7 g u ^ u ^-aa 

*«09 1 3 tt&ttfti 1 WSLfc. HJiSCT 

1 3©bT— X©^£fcB^tt, Tteai 4CsB«-r^.o 

[0 12 3] 

[*14] 
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(16) 

m m e £ 



#i¥7-l 4 5 0 5 6 

50 



mm^frt^n*. 30. o«g 

^7K3L&3&*&* 42. 5ng 

#b*K> 2. 5rag 

3* -/-Clz-fA-PGl 8/2 0 125. drag 
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